BRITISH MEDICAL JOURNAL 28 FEBRUARY 1976 493 allergens in maltworkers with extrinsic allergic alveolitis than in the rest of the maltworker population, and (c) atopic maltworkers had a significantly lower rate of skin sensitivity to occupational allergens than non-atopic workers. The first observation is not surprising, since extrinsic allergic alveolitis is not due to a type 1 allergic reaction. The second is of interest, since it suggests that the type 3 allergic reaction responsible for the disease may be accompanied by a type 1 reaction to the same allergen. The third is difficult to explain except, perhaps, on the rather dubious hypothesis that skin sensitivity to common allergens in some way inhabits the development of skin sensitivity to occupational allergens. It would appear, however, that this phenomenon does not protect such patients from the type 3 antigen-antibody reaction believed to be responsible for extrinsic allergic alveolitis. With increasing mechanisation of the malting process the prevalence of this disease is likely to diminish rapidly, and there may never be another opportunity to confirm or refute the hypothesis that in most cases extrinsic allergic alveolitis is a pulmonary allergic reaction to inhaled spores of A clavatus. 
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Midicale des Hopitaux de Paris, 1928, 52, 1632. 3 Riddle, H F V, et al, Thorax, 1968 With the introduction of silver nitrate (SN),4 mafenide,5 and silver sulphadiazine (SSD),6 topical chemoprophylaxis has been more widely used and received further support from controlled trials.7-9 We report here the results of two trials, one comparing the prophylactic effects of SSD and SN on severe burns, and one comparing the prophylactic effects of SSD and silver nitrate chlorhexidine (SNC) on both extensive and less severe burns.
Silver sulphadiazine compared with silver nitrate
METHODS
Patients with extensive burns were allocated on admission alternately to a control group in which treatment was with compresses of 0 5% SN -the best established method for treating extensive burns in our previous experience7 8 10and to a group treated with 1% SSD cream (Flamazine), which has been shown9 to be effective prophylaxis for less extensive burns. Patients were eligible for the trial if they had a mortality expectation of 01 Gram-negative bacilli were tested for sensitivity to SN and to sulphadiazine as described elsewhere.9 13 14 Clinical assessments included mean morning and evening temperature and respiration rates taken from the patients' temperature charts, and mortality of patients in the trial. Table I shows the growth yielded by swabs from patients in both groups while the burns were being treated with the topical antimicrobial applications. There was a higher incidence of no bacterial growth-from burns treated with SSD cream than from those treated with SN compresses ((X2=7-8; 001 >P>0 001). This difference was due entirely to the greater prophylactic effect of SSD cream against miscellaneous Gram-negative (Coliform) bacilli (X2 = 156-1; P <0 001). Staph aureus was, in fact, slightly more common in samplings from burns treated with SSD cream than in those from burns treated with SN compresses; Proteus spp and Ps aeruginosa, which were uncommon in both groups, were less common in the SN than in the SSD group. Tube dilution tests with chlorhexidine digluconate on a series of strains of Staph aureus, A anitratus,Klebsiella spp, Proteus spp, and Escherichia coli isolated from patients treated with either SNC cream or SSD cream showed no appreciable difference in the range of MICs for the strains of bacteria isolated in the two treatment groups; all appeared sensitive, the MIC for Staph aureus being 0-25-2 mg/l, and for Gram-negative bacilli 0 5-32 mg/l.
RESULTS
The proportion of "silver nitrate-resistant" strains of coliform bacilli7-that is, strains that would grow in nutrient agar made up with 0.500 silver nitrate-was 11 out of 44 (25%); the proportion of such strains isolated from burns in this unit was 4 out of 33 (120/0) in 1965-6 and 27 out of 112 (24%) in 1969."3
Discussion
These and earlier trials in the unit have shown that SSD cream is a highly effective topical prophylactic agent, but its value during treatment of extensive burns has been reduced by the emergence of sulphonamide-resistant strains of various Gram-negative bacilli. The recent predominance of these strains in the unit made it necessary to suspend the use of SSD cream and also to place the sulphonamides and co-trimoxazole on the unit's reserve list of antimicrobial drugs1' until the proportion of sulphonamide-resistant Gram-negative bacilli has fallen substantially. Fortunately, comparative trials showed that SNC cream had a propylactic value comparable to that of SSD; indeed, our trial on extensive burns-unfinished because of the emergence of sulphonamide resistance-showed SNC cream to be, probably because We wish to thank our clinical colleagues and the nurses for their co-operation in these trials and Mrs Clare Wong for secretarial help.
ADDENDUM-In the six months after suspending the use of sulphonamides and silver sulphadiazine in this unit sulphadia-zine sensitivity in most of the Gram-negative bacilli has reverted to its earlier levels.
Epidermal architecture, growth, and metabolism in acromegaly 
Introduction
Many of the physical features of acromegaly are the result of skeletal overgrowth and generalised thickening and enlargement of soft tissue structures. The skin seems to share in this general hypertrophic process-for example, the dermis becomes thickened.' There is also increased sebaceous gland activity.2 The aim of our study was to determine whether epidermal structure, growth, and metabolism are altered in acromegaly and to determine whether there is a correlation between any changes observed and levels of serum growth hormone.
Patients and methods
Six women aged 31-67 years (mean age 56 years) were studied and compared with a control group of 25 normal adults (17 women and 8 men aged 18-77 (mean 51 years) ). Five patients were untreated, and one had undergone surgical hypophysectomy two years earlier.
Acromegaly was diagnosed in each patient by clinical and radiological assessment and measurement of serum growth hormone. All the patients studied were euthyroid at the time of the study. Skin biopsy specimens taken from the deltoid area were fixed in 10% formalin, dehydrated, embedded in paraffin, sectioned, and stained with haematoxylin and eosin. The mean thickness of the epidermis was determined by counting the numbers of cells along an axis perpendicular to the skin surface at 30 random points and expressed as mean epidermal cell thickness (MET).
The rete pattern of the epidermis was measured by calculating the ratio of the length of the basal layer to the length of the granular cell layer (B:G ratio) using a microscope drawing tube-projection technique.
The size of epidermal cells was expressed as the mean epidermal cell diameter (MECS). This was calculated by dividing the actual thickness of the viable epidermis (in zm) by the MET. Epidermal thickness was measured using a calibrated eye-piece graticule.
EPIDERMAL GROWTH
The replicative activity of the epidermis was studied in two ways. In-vivo method-Biopsy specimens were taken from the deltoid area one hour after intracutaneous injection of 10 t4Ci of tritiated thymidine (specific activity 18 Ci/mmol) in 0-1 ml normal saline. Autoradiographs were prepared using a dipping method.' The number of basal and suprabasal cells that became labelled in DNA synthesis was expressed as a percentage of the total number of basal cells (labelling index (LI)).
In-vitro method-The rate of incorporation of tritiated thymidine into skin sheets was estimated (see below). Results were expressed as corrected counts per minute (cpm) mm2 tissue-' hour incubation-' (thymidine units).
ANABOLIC ACTIVITY
Measurements were made of the rates of incorporation of tritiated proline (specific activity 18 Ci/mmol) and tritiated histidine (specific activity 44 Ci/mmol) into pieces of skin 04 mm thick and about 50 mm2 in area that had been removed from the lateral aspect of the thigh with a Castroviejo keratotome using a method simliar to that of Marks et al. 4 The skin portions were incubated epidermis uppermost in Eagle's Minimal Essential Medium for four hours at 37°C in an atmosphere of 950 air and 5% CO2. The radioactive precursors were added to the medium in a concentration of 1 mCi/l medium. Tritiated thymidine (specific activity 2 Ci/mmol) was used to assess replicative activity. After incubation the skin was washed, homogenised, and extracted with perchloric acid. The residue was solubilised with a highly basic biological solvent (Soluene, Packard) and the contained radioactivity was measured in a scintillation counter. The results were expressed as corrected cpm mm2 tissue-' hour incubation-' (proline or histidine units).
